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38. (New) The oligonucleotide of claim 22 wherein said serum protein is human serum 
albumin. 

39. (New) The oligonucleotide of claim 26 wherein said serum protein is human serum 
albumin. 



REMARKS 

This responds to the final Office Action mailed on July 17, 2000, in connection with the 
above-identified patent application. Prior to the above amendments. Claims 1-36 were pending. 
Claims 3, 4, 24, and 32 are being canceled. New Claims 37-39 are being added. After the above 
amendments have been entered, Claims 1, 2, 5-23, 25-31, and 33-37 will be pending. 

Independent Claims 1 , 20, 27, 3 1 , and 35 have been amended to recite covalently attaching 
an arylpropionic acid to an oligonucleotide. Support for the amendment can be found, for example, 
in the Specification at page 17, lines 9 and 28-30. Claims 2, 5, 6, 1 1, 13, 23, 25; 28, 30, 33, and 34 
have been amended to be in conformance with the amendments to independent Claims 1,20,27,31, 
and 35. 

Claims 14-16 have been amended to clarify the antecedent basis for the term "linkages." 
Further, Claims 11 and 13 have been amended to provide appropriate antecedent basis for the claim 
terms, as suggested by the Examiner. The rejection ofClaims 2-6 and 11-19 under 35 U.S.C. §112, 
second paragraph, is believed to be moot in view of the above amendments. 

New Claims 37-39 have been added to more completely claim aspects of the present 
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In the claims: 

Please amend the claims as follows: 

1 . (Amended) An [oligomeric cdmpound] oligonucleotide [coniugatedl covalently 
attached to a non-steroidal drug moietv [ligand}^A^n^racts with a protein. 

2. (Amended) The [oligomeric compoii^id] nliponucleotide of claim 1 wherein said 
ligand binds to said protein. 




3 . (Amended) The [oligofne^^mpound] oligonucleotide of claim 1 wherein said 
ligand is a drug moiety. \ 

4. (Amended) The [oligorWic compound] oligonucleotide of claim 3 wherein said 
drug moiety is aspirin, warfarin, phenylbutazon^Wofen, suprofen, fenbufen, ketoprofen, (5)-(+)- 
pranoprofen, carprofen, dansylsarcosine, 2,3,5-t^pfeh^oic acid, flufenamic acid, folinic acid, a 
benzothiadiazide, chlorothiazide, a diazepine,"!trc|«fff^^n, a barbiturate, a cephalosporin, a sulfa 
drug, an antidiabetic, ah antibacterial or an antibiotic. 

OJ 5. (Amended) The [olWneric compound] ohgoimcleotide of claim 3 wherem said 

drug moiety is aspirin, phenylbutazone>ibuprofen, suprofen, fenbufen, ketoprofen, (5)-(+)- 
V pranoprofen, palmityl or carprofen. 

b ^ / 6. (Amended) The [oligomeric c^sSpound] oligonucleotide of claim 3 wherein said 
drug moiety is ibuprofen. 

7. (Amended) The [oligomeric compound] oli gonucleotide of claim 1 wherein said 
protein is a cellular, serum or vascular protein. 



• 
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8. (Amended) 
protein is a serum protein. 
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The [oligomeric compound] oligonucleotide of claim 7 wherein said 



9. (Amended) The [oligomeric compound] oligonucleotide of claim 8 having a 
lower than 20 jiM with at least one serum protein. 

1 0. (Amended) The [oligomeric compound] ohgonucleotide of claim 8 wherein said 
serum protein is albumin, an immunoglobulin, a-2-macrogIobulin, a- 1 -glycoprotein or a lipoprotein. 

/A \ 

^ Yl. (Amended) The [bl^g^eric compound] oligonucleotide of claim 1 further 




including a Hnking group attaching saiJUi^id to said oligomeric compound. 

12. (Amended) The [oligomeric compound] oligonucleotide of claim 1 1 wherein said 
linking group is 6-aminohexyloxy. 

13. (Amended) VThe [oUgomeric compound] oligonucleotide of claim 1 wherein said 
compound is an oligonucleotia^ comprising a plurality of nucleosides connected by covalent 
intemucleoside linkages. 

1 4. (Amended) The [oligoi^^ compound] ohgonucleotide of claim 1 3 wherein said 
linkages are phosphodiester linkages. 

1 5 . (Amended) The [oligomeri): compound] oligonucleotide of claim 1 3 wherein said 

'\ 

inkages are phosphorothioate linkages. \^ 

16. (Amended) The [oligomeric compoun^l oligonucleotide of claim 1 3 wherein said 
linkages are non-phosphorus containing linkages. 
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17. (Amended) The [oligomeric compound] oligonucleotide of claim 1 3 wherein at 
least one of said nucleosides bears a 2'-substituent group. 

18. (Amended) The [oligomeric compound] oligonucleotide of claim 17 wherein said 
2'-substituent group is 0-alkylalkoxy. 

1 9. (Amended) The [oligomeric compound] oligonucleotid e of claim 1 8 wherein said 
2'-substituent group is methoxyethoxy. 

^/^^^- (Amended ) A metl^d of increasing the concentration of an oligonucleotide in 
serum comprising the steps of: 
\ (a) selecting a non-steroidal^ rys^ttiSigty that is known to bind to a serum protein; 

{y^V- , (b) [r^njni:^t;»g] at^^b^aid drug moiety to said oligonucleotide to form 

a conjugated oligonucleotide; and 

(c) adding said conjugated ohgonucleotide t^aid serum. 




P 27. (Amended) A m>th^d of increasing the capacity of serum for an oligonucleotide 

^'^^ (/omprising the steps of: \^ 

(a) selecting a non-steroidal dfiSieieW that is known to bind to a serum protein; 

(b) [conjugating] rnvalentlv atta^h^^ id drug moiety to said oligonucleotide to form 
a conjugated oUgonucleotide; and ^Hr \. 

(c) adding said conjugated oligonuc leotide ttf^id serum. 

V 31. (Amended) A method oMncreasing the binding of an oUgonucleotide to a portion 

.^g^^of the vascular system comprising the steris of: 

/ (a), selecting a non-steroidal driWioietv that is known to bind to a protein that resides, 

in part, in the circulating serum and in pail^^on-circulating portion of the vascular system; 

(b) [conjugating] cnvalentlv attSi^ing said drug moiety to said oUgonucleotide to form 
a conjugated oligonucleotide; and 
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^ /(^S^ (c) adding said conju; 
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jugated oligoi^^leotide to said vascular system. 



35 (Amended) A method odpromoting cellular uptake of an oligonucleotide in a cell 

\^ comprising the steps of: 

(a) selecting a protein tj^t resides on the cellular membrane and extends, at least 

in part, on the extemal side of said mer 

(b) selecting a drug iiiqiejfy th^t is known to bind to said protein; 

(c) [conjugating] covtfc fev attaching said drug moiety to said oligonucleotide 
to form a conjugated oligonucleotide; andj 

(d) exposing said cell tcj s^id conjugated oligonucleotide. 




JtEMARKS 

Apphcant is providing herewith a computer readable sequence listing, a paper copy of the 
' sequence Usting and a statement that the content of the paper and computer readable copies are the 
same and include no new matter, as required by 37 C.F.R. 1.821-1.825. Applicant respectfully 
requests that this sequence hsting be entered into the specification. 

Claims 1 -36 are pending. Claims 1 - 20, 27, 3 1 , and 35 have been amended. No new matter 

has been added. 

The title has been amended in accordance with the Examiner's suggestion. 
Claims 1-3, 7, 8, 11-17, and 20-34 stand rejected under 35 U.S.C. § 102 (b) as allegedly 
anticipated by Manoharan et al, WO 93/07883. As the Office Action states, Manoharan discloses 
oKgomeric compounds bound to ligands wherein the ligands may be steroids or Cortisol moieties, 
which are steroidal. The amended claims specifically recite that the ohgomeric compounds are 
, bound to drug moieties are not steroidal, and therefore, the compounds disclosed in Manoharan are 
not within the scope of the present claims. (Support for the amendment can be found in the 
specification at, for example, page 10, lines 10-12). Accordingly, Applicant respectfiilly requests 

withdrawal of the rejection. 

Claims 1-1 1 and 20-35 stand rejected under 35 U.S.C. § 102 (b) as allegedly anticipated by 
Tomaliae?«/.,U.S.Pat.No. 5,714,166. Applicant respectfully traverses the rejection. The amended 
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